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DETAILED ACTION 

Response to Amendment 
Claim Rejections - 35 USC § 103 

1 . The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

2. Claims 69-75, 77-79, 81-84, 88 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Gross (US 5848991) in view of Silverman et al (US 5478328) in further view 
of D'Antonio et al (US 605671 16). Gross discloses a method of delivering drugs intradermally 
using a single needle with an outlet at a depth of 250 um - 2mm in a controlled manner based 
on needle diameter (Col. 4, lines 10-35). Gross discloses that the delivery can be infusion, 
pulsatile, or intermittent doses (Col. 4, lines 49-53) and that the dose rate can be varied as per 
the individual or drug type delivered needs (Col. 4, lines 55-57; Col. 5, lines 26-30; Col. 8, 
lines 13-15). A pulsatile delivery will administer the drug over a short period of time, i.e. not 
more than 10 minutes. Upon delivering medication to the intradermal compartment, the 
physiology of this location causes the improved systemic absorption as compared to 
transdermal injections (Col. 3, lines 38-44). This limitation suggests that there is improved 
systemic absorption. 

3. The drug may be a peptide, a hormone, or insulin (col. 6, lines 56 - col. 7, line 20). 

4. Claims 1, 88 differ from Gross in calling for the outlet to have an exposed height 
between 0 and 1 mm. Silverman teaches that the intradermal needle available from Beckton- 
Dickinson at the time of invention has a very slight bevel which assists the user in accessing 
only the intradermal space. Therefore, it would have been obvious to one of ordinary skill in 
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the art at the time of invention to modify the device of Gross to include a 0 to 1 mm bevel for 
an intradermal access needle because that is a known bevel length for an intradermal needle at 
the time of invention. 

5. Gross does not expressly disclose that the intradermal delivery achieves improved 
bioavailability relative to the bioavailability upon injecting subcutaneously. DAntonio (Col. 3, 
lines 27-28; Col. 29, lines 3-26) suggests that medication delivered intradermally results in 
improved bioavailability and therefore "greatly reduced volumes" of the injectant are necessary. 
Therefore, it would have been obvious to one of ordinary skill in the art at the time of the 
invention to use the teachings of DAntonio in the method of Gross in order to achieve a 
therapeutic result using less drug. The cost savings and ability to effectively deliver scarce 
drugs to a larger number of people would motivate one of ordinary skill in the art to modify the 
method of Gross with the teachings of D' Antonio. 

6. Regarding claims 69, 77, 78, D'Antonio fails to expressly disclose that the dosage is 
reduced by at least 10%, 20% or 30%. However, D'Antonio clearly states that delivery to the 
intradermal compartment "greatly" reduces the necessary volume of the injectant. Furthermore, 
the reduction of the dosage by 10% to achieve bioavailability is a direct result of delivering the 
drug through a needle as claimed. Therefore, by meeting the claimed limitation, the teachings 
of Gross in view of DAntonio inherently provide the claimed reduction of dosage to achieve 
availability. 

7. The teachings above fail to teach that the systemic bioavailability is measured by a 
determination of its AUC. This limitation is not interpreted to be a positive recitation of a 
method step. Determining AUC is a well known method of measuring systemic bioavailability. 
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Therefore, one of skill in the art at the time of invention would have known that the systemic 
bioavailability could be determined by measuring AUC or any other known method in the art. 

8. Claims 85-87, 89, 93-95, 97-105 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Gross (US 5848991) in view of D'Antonio et al (US 60567116). Regarding 
claim 85, 86, 89, 93-95, 97-105, see the discussion of Gross and D'Antonio above. Regarding 
claim 87, the needle has a diameter which corresponds to approximately a 33-34 gauge needle. 

1 . Claims 85, 90-92 are rejected under 35 U.S.C. 103(a) as being unpatentable over Lee et 
al (USPN 5,250,023) in view of D'Antonio. 

Lee discloses an intradermal compartment drug delivery device that includes 
administering a substance through a small gauge hollow needle array of at least 6 needles (4 and 
14). The length of the needle is between 0.3 to 2.0 mm. The substances for injection include a 
variety of substances that include peptides and proteins. As shown in figures 1-2, the needle is 
inserted perpendicularly into the skin. 

9. Lee does not expressly disclose that the intradermal delivery achieves improved 
bioavailability relative to the bioavailability upon injecting subcutaneously. DAntonio (Col. 3, 
lines 27-28; Col. 29, lines 3-26) suggests that medication delivered intradermally results in 
improved bioavailability and therefore "greatly reduced volumes" of the injectant are necessary. 
Therefore, it would have been obvious to one of ordinary skill in the art at the time of the 
invention to use the teachings of DAntonio in the method of Lee in order to achieve a 
therapeutic result using less drug. The cost savings and ability to effectively deliver scarce 
drugs to a larger number of people would motivate one of ordinary skill in the art to modify the 
method of Gross with the teachings of D'Antonio. 
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10. Regarding claims 85 D'Antonio fails to expressly disclose that the dosage is reduced by 
at least 10%, 20% or 30%. However, D'Antonio clearly states that delivery to the intradermal 
compartment "greatly" reduces the necessary volume of the injectant. Furthermore, the 
reduction of the dosage by 10% to achieve bioavailability is a direct result of delivering the 
drug through a needle as claimed. Therefore, by meeting the claimed limitation, the teachings 
of Lee in view of DAntonio inherently provide the claimed reduction of dosage to achieve 
availability. 

11. The teachings above fail to teach that the systemic bioavailability is measured by a 
determination of its AUC. This limitation is not interpreted to be a positive recitation of a 
method step. Determining AUC is a well known method of measuring systemic bioavailability. 
Therefore, one of skill in the art at the time of invention would have known that the systemic 
bioavailability could be determined by measuring AUC or any other known method in the art. 

Response to Arguments 
2. Applicant's arguments, see arguments, filed 2/6/09, with respect to the rejection(s) of 
claim(s) under Gross in view of Srivatava have been fully considered and are persuasive. 
Therefore, the rejection has been withdrawn. However, upon further consideration, a new 
ground(s) of rejection is made in view of Gross or Lee in view of DAntonio. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to LAURA A. BOUCHELLE whose telephone number is (571)272- 
2125. The examiner can normally be reached on Monday-Friday 8-4. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Nicholas Lucchesi can be reached on 5 17-272-4977. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Nicholas D Lucchesi/ Laura A Bouchelle 

Supervisory Patent Examiner, Art Unit 3763 Examiner 

Art Unit 3763 

/Laura A Bouchelle/ 
Examiner, Art Unit 3763 



